Cellular uptake of spermine-porphyrin and fluorescence microscopy. Beside the monitoring of cellular uptake of 0.01, 0.1, 1, 5, 20, 50, and 100 µM spermine-porphyrin 6 and 5 µM carboxy-porphyrin 4 by either fluorescence microscopy and fluorescence confocal microscopy the route of cellular uptake was visualized by co-staining of the cells with several fluorescent marker proteins probing for the endosomal and lysosomal compartments, the nucleus, and the mitochondria (Figures 1, S1a and S1b, S2, S3). Already after 30 min, a vesicular distribution of the conjugate was observed (data not shown), and also a longer incubation of cells with the spermine-porphyrin 6 revealed a vesicular staining that was distinct from the endosomal/ lysosomal compartment ( Figure 1) . A significant amount was found in the perinuclear region, but not within the nucleus (Figure S2). First experiments at low doses (1µM/ 4h) show a mitochondrial localization of the amphiphilic porphyrin ( Figure S2 ) and a concentration at the perinuclear region, which would indicate a swelling and perinuclear translocation of the mitochondria containing high levels of reactive oxygen species (ROS).
1 mm, #1 1 cm, #2 1 cm diluted 5x, #3 1 cm diluted 25x, #4 Absorption Wavelength (nm) Figure S4 Absorption spectra in 2% propanol in H 2 O (v/v)(dilution was prepared as described above). Black trace was recorded in a 1 mm quartz cuvette, while the red traces present the same solution in a 1 cm quartz cuvette.
The green and blue traces were obtained after approximately five time dilutions successively, respectively. Note that there are no changes in the blue shoulder of the Soret band or in the Q bands upon dilution indicating absence of aggregation. Absorption spectra were measured on a Cary 500 UV-NIR spectrometer at room temperature. Fluorescence (a. u.)
Supporting Information
Wavelength (nm) Figure S5 . Stationary emission spectra in 2% 2-propanol in H 2 O (v/v). The same solutions as in Figure S3 were measured with the excitation wavelength fixed at the Soret maximum at 420 nm. Measurements were performed on a Cary Eclipse fluorimeter in a right angle geometry. Note that some concentration quenching occurs in the more concentrated solution (#2, red trace) in comparison to the more dilute solutions. Figure S3 and the fluorescence excitation spectrum with emission monitored at 662 nm. Note that due to the absorption in the somewhat split Soret band, very little light passes through the sample to the detector. However in the Q band region, a perfect superposition of the absorption and fluorescence excitation spectrum is observed indicating a normal behaviour of the transporter in this solution. We assume that under physiological conditions, and that by using methanol instead of 2-propanol, a similar behaviour is encountered. Chemicals, solvents, reagents, and chemicals were purchased from Acros, Aldrich, Fluka, and Merck.

General conditions. All working steps are carried out at room temperature in glass frits. During the resin loading step humidity was avoided by keeping the resin under argon. 
B-COOH: 5 -(4-Carboxyphenyl)-10,15,20-triundecyl-21H-23H-porphyrin (4).
Porphyrin ester B -COOCH 3 [3] (200 mg, 0.22 mmol) was hydrolyzed with a mixture consisting of 20 ml of TFA, 10 ml of aq.
HCl (36% ) and 10 ml of water by heating for four days under gentle reflux (bath temperature 120 °C).
After cooling the upper oily coloured drops were collected, dissolved in diethylether : chloroform (1:1) and washed with aqueous sodium hydrogen carbonate until the porphyrin free base purple colour returns.
Evaporation of the solvent leaved violet plates with metallic lustre (190 mg, 98% yield), which were sufficiently pure for further transformations. Column chromatography on silica gel followed by recrystallization from chloroform: n-hexane ( 116.14 (5-C), 38.92 (2"'-CH 2 ), 38.74 (2"-CH 2 ), 35.73 (1"'-CH 2 ), 35.40 (1"-CH 2 ), 31.98 (9"-, 9"'-CH 2 ), 30.61 , 22.71 (10"-and 10"'-CH 2 ), 14. mmol; 10 eq) N, N´-dimethylbarbituric acid were added to the resin. The suspension was agitated for 3 h at 40°C. The resin is washed with a solution of sodium-diethylaminodithiocarbamate in THF / MeOH (3 x 2 min) and CH 2 Cl 2 (3 x 2 min). 6 was cleaved from the resin, the solvents were removed, and the resulting green solid was dried on high vacuum. 
